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nmm 1 1 

SCMfi-ftK*tLT3~80M:Jt^*LT&iK ^o, 'J *°y - A|*|K$tA$ ft*: 3 * K 
[»*«2] 

fr is v # v - a ^\ i^^-ij^fs dz x *) ftm s *i £ *° y - a & ^ t zmm 
t-rz. m^mi ttzi±2 izui&iDx&itit&mm&Mo 

buis'j *-y-A#\ 0.1-0.4^ o?LS**-f s«am*ji$n"cv»*i t zmmt-rz 
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I o o o i ] 

93 ti . *S □ X iif^J KM L , If L < I ± 1*1 ffi it j£ « K * 1*1 & L 'J *° V 

- A £ ^ tr X i^^ffl ik§m K It^o 
[Wf9£ffl 
[0 0 0 2] 

^ HR^i:!:^!*, d*uc*tu *fc4ft»IBI"CtixaiiftJRwlS*«/h$v^*«>afv>3 

ft iz it f^J * f £ £ t ^— fi£ «t ft *> tt T v » s o 
[0 0 0 3] 

^ft*ffl-fl:$^rv^x^itf^J^»^{±. hu a - K7x-n/a6^^L7K*ttft 

<«ffc1-*m^JK<Z>iB^'bffilWfe*K PET (R&m^J&StWr® 

S^l?fc ^©i £%Hfefi&fcJ£ <5pJJflS*L****£TNifcv»o 

[ 0 0 0 4 I 

098/46275. ffi WO 95/31 181. PI WO 94/19025, |bJW 096/28414, IW096 
/00089, *@#fp4873075-^-, |e| 4567034-^- ft i'KJi, Sfc7k14 3 •> Kft^tJ SrMffrlM^ 
frtJ©o#£Tt?*4UcflHft$i*\ M*£, JffW. B£ft, MW&K, WrtRflMfc*. JfiLl 1 ^-^ 

, v >/^ft^^iif^-r^^vi7i ? ii^$^Tv^ 0 ^ti^o^-eii, jgfawfciRifrHfc 

[0 0 0 51 . 

HTv^ 0 fcfc x.(fH^IB WO 88/09165, H WO 89/00988, m WO 90/07491, #HB¥ 
07-316079, 2f# M 2003-5596 T-{±. <{ >&<D&&m*:tt'r & 'J#V- 

A75 ? tt*$nrv^ 0 &ft#2 6 1 9 0 3 7f ORMfrlfcltt 1 ) T»(i, 3* Kffc-& 

sKv-ArtuitAU *°v-ai*)<7)3 Hb^*^JilKofin*tL, i.5-6g/ 

L T {±MM475 ? fg:^ o tz 0 z\ timZ.&ifi%m. 5~ 1. 0^ m t ~X % ft fttS^* -otztztbt 

mfcztL&o mmm-^^mnizmoonmm^iK^^co&j-mttL^'t^ti^^K ± 
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mm 2 0 0 3 - 3 8 2 9 8 3 ^- V \ 2/ 

tz?u mm zmmirZo Lfc#oT, ^Hti mf-t & mm <om&&$> & t v* m 

10 0 0 6] 

Olf t iSfH L fclBSolf i: <£>*B5:ftUB £ il £ X U *° v - A rt8B£>7MH Kit At # * ^ 
Kft^W* 'J *°v-A|*)K£j-A-f t^'li^^^ ±ffiOSEfel^<b#^(i£^ 0 $ 

[0 0 0 7] 

&BH2 0 0 3-1 1 9 1 2 0^ (#IM2) 'J #V- A ffcttfh & 

1 ] 2 6 1 9 0 3 7f 

[#ra2] fP32 0 0 3- 1 1 9 1 2 0^$R 

mw&mik L£i t-tz mm] 

[0 0 0 8] 

i»h *»»-r * £ * <o^m 

[0 0 0 9] 

±IBSIffl «:*ft-r * it . WT«^tt & o 
[0 0 10] 

(i cf>>il42#7& ? 50~200nm<7) 'J # y - A £ -g-*, K 'J *° V - A ^tK?#14 3 •> K^lfc 
^&£JIBKI8imfiK#LT3~80MJfc^#LTJ3«K tf»o, 'J *° y — A rt Hit A £ *t 

#J 

[0011] 
[0 0 12] 

[0013] 

i^HUlE'; aKV-Afi, 0.1-0.4^ 0?L®£*1-*«sftll£iIS*vCv>*£ t 
[0014] 

•j #y-A*0. 1-0.4^ 0?L# t fcWafct-StMSS&Srefcfco 

[0 0 15] 
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&m 2 0 0 3 - 3 8 2 9 8 3 ^- V '. V 

[0016] 

LT, 3 ^/ft7x-;i/?:^, 2,4,6- h U 3 — K7x-^?r^^ < t ^li^t^ 
[0017] 

-;K 4 *\?**tJ -;K 'f*7*n5K, <4*W7>. 4 ■/n-ZK N,N' -If* 
C2 -fc Kn^v- l - (t: Kn + y^f^) - 5- [ ( ( 2 - t Kn^y- 

l-^-^V^tf^) -757] -2,4,6- h 'J 3 - K-l,3-^^-t*>-y'*^*'+y75 

[0018] 

i fc, -g-oUbo 3 -7 K^ffc^ kU, y'7 h 'J >^ ; VT Y 0 'A- hth'J-) 
a ; y. 5 > y'7 h 'J y*^- h ; 7-t h 0 «fc a^onTJgteJE ; y^n h 0 v* 

|;3-^U', 3 - U'th'JH, 7 < > 3 - v/-? U\ 3 - KJIIc^is «t 
^^<7)pTv#14^ ; 3- K^^Ai ; 3- K kf 7 -b y Y 3- K-2-bfO K>-N-#BL 
3, 5— v 3 — K— 4 — tf 0 K>-N —ffltWt ( 3 — K kf y -fe y Y) ;iEI©vif^7> 
-t- ^AJta ; 4^ 9=7 .um. ; > hU y*>f y@$i3 J: tf-eoia ; ^ */*ygL ^t-t7rAl 
, 4*-7 z-smteX'&Zrft-hnWfe'&M. ; fn/vi- h-?- h 'J yA, >f h-j- h 

[0019] 
[0 0 2 0] 

-f^-v^r-4-y -^fct^afi u> 8 ffc^^y, 4HrV**t j - ^ t ^ ^ tzzLMikW 

[ 0 0 2 1 ] 

-So 'J # v - A CiU $ ti/: 3 K^ft^tili > *SWfc»iXilftjiJK#JK:*3»tS^3 
y K<b^O5~90K4%, UZ L < (±5~70M»%. «t •}# £ L < ti20~70K*%-C£>* 
o 3-7 Kfk^Sr^y-tMkLfcU^V-AoaajEa*^^*^^*^^ 

P7jih-r^^(i> V *°y- A |*i tc ft X Ztitz 3 y K^ffc^itt. ^3 y Kfk^<7)5~25 

~25«i%£*A$ tLTt 3 y K^»»±, n 0 75~95Hi%^#«T^ 0 #V- Afl^SEffl 

[0022] 

0 ^° V - A 
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-tbmmuitL^m^^mmx (&m-fz>tz#>K')tfv-^n\zm\^xmmzixz>o ^ 

^^^^^314^^1- ^-rx^ >^'0^^^llo-cv^ 0 iff £B14£3It# 
7ti6U^r^i: $ tl& E P R (Enhanced permeability and retention, ji^tS^/Cit 

[ 0 0 2 3] 

mcx? -y-rj y^mmz mm-r zz\ttfx&z> 0 <vmm x a , gri* m * - y 
7- -y > v& x vmm z-yt-j y y^-rti & #jt. £ n & 0 tu#i± > d *° y - a ©tig, 

o 

I 0 0 2 4 ] 

W$*L4-C#"C**o -fltLt, 'J*"7-AilC*"'Jxf 1/>^'J =r-;W (PEG) 

l a» o x * & »i , jEnraste k * t z> i t * < , nj^ffl ^umi- a i» k v *° y - a 
ftiz'gzzzt izxz^m. m&®.<r>®mm% t^m±x^ & 0 

[0 0 2 5] 
[0 0 2 6] 

U y ASKS «fc tf/ i {±*tlgK**Sfi L < teffl 3 0 

[0 0 2 7] 

&Z\ttfX$& 0 z\tih Itm&X ttfflLTU v^ 0 
[0 0 2 8] 

n>;y, *^77f'»-t | jy, *777fyiM/yF-JK W77f ^^'Jtn 
-;k 'tx?7f y/i'i^y-^T^ y, * y y 3*5 x>j y, ^^:n«t *M#£>ft&*y. 
-7t^-V>Wl, VrtJUA F^;^7v77fy>nijy (DPPC) „ y^f7o^j^X77 
fy^n'jy (DSPC) . y^'J^ MJiW*^77f yi^'J y (DMPC) „ 
7 7fy>3'J> (D0PC) , h>fA'-t^7rf y/i/^'JtD-^ (DPPG) , y'7, 

r7n^;^^7 7f y'iHr'Jy (DSPS) , y'7f To^f JWtX77f y^^'J-to-;!/ 
(DSPG) , F^^X77fy;M/yF-^ (DPPI) , -77r7n^H7 

77f^MA>K^ (DSPI) , K^7 7fyy| (DPPA) , y^r7 

n^W7>77fyyf (DSPA) & Jffc^tf a £ t tfX% Z> Q 
[0 0 2 9] 

zztibw >mfntmmt, gmx-mmztiztf, 2tft±ffflLtuv\ ;y:L2t 
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ymmzwm-f&f§i&^ mmttt itit, 2 0 0 : 1 - 3 : 1 , m-t l < \$ 1 0 0 : 

1-4 : 1, J: 19 iff- i L < 12 4 0 : 1-5 : 1 t& & 0 

[0 0 3 0] 

^^^^'J-tnil, hv;Hry5 F\ #-7? hy^-t7 5 Kfiic^-i-^. -r ;K 9 

? h-/JH:7 5 h\ # > ^ U ^ v KG7, #' y 7 } ) * is KG6, if v KG4 & f<z> * 7 

[ 0 0 3 1 ] 

o fOffltLt, l$tf J 'J 7 1/ > t * y Kli Affl T^^-tLtnl' 

[0 0 3 2] 

[0 0 3 3] 

*3P^-C(i. #'J xfl/>^'J n-A' (PEG) £ X|£dif£3iJ<?)ii:[IllJ-& B m<Dtzt> \z 
•J *'V-AO-I^t Lt«fflt^:t#t^„ -T*3b*> P E G £ 'J #V-AtCft»t4 

^tC(±, PEG?rffflLiv^\ ^S^IiPEGMi^'t^'i^V-A^v^o £ 
7tife@*200nmJ^±«h7v^ <-T&fc. ffFMKupf ferjfflJ&O^fPffi K «fc I) &*>3&»fcJR ^ ft 

[0 0 3 4 ] 

fctt^WJ&<0^<F>Ws^, PEG £3SAi-*Uf »; *'y-A^^x^^fbLTfFM^^ 
iz&i K < < -TS i t P E G<bV *°y-A<7)j$ffi^^$n^o PEG 

PEGM^yxfl/>WI$, mX-f^m^^Wt^i> i £ K «fc 0 , *4v>liPEG 
Cfift^o^i* S <bK#nx£ C fc K «£ *)-€-0«ffi*Pflff1"*i trt s T*#&o PEGiL 

t\ v^^uy#j4^no~3500o^';^^^y^'; =r-;i/7& ? ^ii-e^)^o J/cpeg 
*«ffll-4*&^o«ffliti, a , ;#v-A*«jKi-&jieRu*tLro.i->-30«ji%, 

L < (±l~15K*%fI^tf 0 ^^^[i^CIt.CTPEG^fC, ^©^l* ,| J7iV 
^fl/>i^ry K£ 'J *°y- A^MKzfcA LT £ J: v^ 0 
[0 0 3 5] 

'Jikv-a^peg ita. 2;%a<o&.ffi*mm Lxmm-f 5:wi4 0 peg 

y-A^ftSU f^)7 > * - CiSttfbP E G *t ^ J: v»li&i£-*"* U 

^y-AO^it^ftlc^v^T, M#0'J yggKSocp^. W77fyW/-*7^ 
y^Wjxf^t^y K (PEO) »*flc*^*-S-*T'; *KV-A«:*jti-*o - 
tL{-!2DS PE-PEGiW J Wi$ii4o #H 2 002-3788 3^#tC(2, 

o 

tbiHf 2004-3009893 



Ofcm 2003-382983 ^- v : 6/ 



[0 0 3 6 ] 

^f^^n-Cv^o — |fttti:ii>J ^V-A(i> 'J *fn-;u, l/yf>hv»o^ 

|t#, g£@£^;K THF& ft t i> tw$S*-CiS^* i t OPfi^n 

-f&mffim^izfrwtmtzo ^"c&itznvzmmwL (^^'j^y-A^ft*?^ 

[0 0 3 7] 

Cf ffl t 'J * y - a ^11 f 4 C li , ±%l<7>!Sim&&®M"?£2>igV&%-i> L< 
»iM#Zl SMfc£Ug£teffl:r<& 'J *°V-ApiSiy££flJffliJ-&o — gKt£t£tf>IK#i&j£ (31 
.1°C) t[&#I±7: (73.8 bar) j&iJfcKfiSSfcv^-r < , ^jSttft^t>iLjSff Lt4A#K 

[0 0 3 8] 

smm%<om^xmmmt Lxmmir&n&x^o i<^y «t osf* L^mmmmt l 

[0 0 3 9] 

#SI9§tf>*be;frffi^teJfl?-*j8B##SI (M**fc®*^tr) orBHfc^OfcfjlifcE 
50~500kg/cnr\ fcfi L < (±100—400 kg/cm 2 -e£>& 0 I fcffl^Sfti^Zifk 
ft*3!r^^>iaSfc LTt±, 25-200°C. 1ft i L < f±31~100X\ $ <bt~£f i L < f±35-80°C 

$&WVtm (lEBIMfcSP.fc-S'tr) tf>7&* «fc v^ 0 

[0 0 4 0] 

o_iitRtt:lS^$ eicMCfi-Dt P E G 'J >df ^ilUDLT, «#T\ 
fb^^7k&ffi£*^ttKifclniLt\ TKffl/ri^t x-?;vy a y^Mt^o 

fc/timif^^^y 3 y +^^/tK^^^ v 3 y o 2 ffi^HT, ififfl&^Bfcar;** 1 

tBSE# 2 004-3009893 
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o#tlUc&&o $ fcKR'; *°y-A£o.i~-0.4,« co?L@$r^"1--2)?iiiM^iI-ro ^> 

[0 0 4 1 ] 

$Hi<7) X till^jof ill: tffl ^^S^* ^ o 

[0 0 4 2 1 

tU^r^i (unilamellar vesicle) -effj& $ tiZ 'J *° V - A -C£> £ 0 r^SfiU 
tcj fcWU JSLTOJSiiB^o»f (Freeze fracture ) fJ&t~£ 2>&MMM=?-M®i%t ( 

TEM) i@^^*5V^T, U7°U rtT^ffifcloOJi t Lxm&btlZ ') M C <£ <9 

JfMJ fcipJjeL^o #ffcWOXi»*l£a«jK:*3V»T, -O J: ? ^l^cM 1 ; #V-Ai, iif£ 
K#£*l&£'J *°y-Afic7)9 ^<H8 0%, jtf i L < ti 9 0 %V\±.^ts i> 
<DXh2> 0 
[0 0 4 3 ] 

HJ:l)a$J:<ftIt»^. 0 ififcttU ^*OU#y-Aft»^r&-Crt. %m.mWk (mu 
ltilamellar vesicles; MLV) j&><b & & V *° V - A <9 0#J^-e^^Ei" * i t 

X07 -r ;v^-^ii-T^^o^*$ £>K#^£: LX^fz 0 llfcBI U # y - a «\ M 

* & $> & o 

[0 0 4 4 ] 

-ftIV*°V-A, v^— tfclg'J *"y-At^5 L U V (Large unilamellar ve 

islcles) t±. ^MV^y-ACJfc^T. *&v*»A#«*#i-*fcv> 9 
o W <D&&M fc&Ri -?Z> ] ) # V - A (i, *£@^200- lOOOnm LUVt, S&#a*50nm* 
?RO/h$v> — UdgSV sKV — A-CabS S U V (Small unilamellar vesicles) fcOtff^^^ 

g-T&o z.<otz*>. &wmffii> SUVJ: < 3 7 K^fb^W, Wfcjfci&tea* 
[0 0 4 5] 

> zm?-mffitmr*mmir z - 1 t e m&) k <t n mfc-tz - 1 &<> - - 

1-0.4^ o?L@0 7 -f - 4-^^ L/c J. ^ x h t J: , l^B<D^ 

>i4Z&t LX 100~300nmJiJLT-C•*^mii^-ftO , ; *°y-A*3^^ct < - **t? 

££o #aiL^>iiS^ov^T{±. 7t:«5; x.(fBiochim. Biophys.Acta 557^,9^-^(1979) 

nK*stLTv»4o -o«td^ WaiLj ift^iu^tia^ ±iB-9-^vy^ 

fcbfiE# 2004-3009893 
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[0 0 4 6] 

yyytfnMX~jbZ> 0 #lt^2 6 1 9 0 3 7-^<&#^(±, e@3000nmJSL±O 'J #V-A* 

o L^U 150-3000nmO*£tl$£H<7>g <-t?y-A(i, |&]M«14 4: Jifc &<^o 
[0 0 4 7 ] 

*H^<7)iif^iJ'; ^V-A^^^Sili, j§#50~~300nnu U* L < i±50-200nm, J: ^ 
*fi L < (±50~130nm1r&£o XHJiftOB tfjUfk tt, d t 

§£ D ^txiifi^^Oii^fi^fftg^^lt^-^ti^ #iC110~130nmWi Lv^ 0 'J *° 
V- A<Dm% 4-100 ~200nnu i^ff^K f±110-130nmCO$Effl^iB5x^ ^ i: KX 0 
^^imcX^i^J ^pTj^&^o -*U± rEPR^J tLX&lh 

ntv^„ ®^a^^^^ff^JnLWM<7)?L(±. Mai&O^lfiLt^g (fenestra) <D 
Jl^-fX, 30~80nm*jiiK.lt-<T^1itt;^;§; < , 100nm~~;ft200nmOA # $ O^H^-C i> Jffl. 

/hJtlWS =t 19 ii;§t±#^v> £ i: J: Z> & cq-c& £ 0 
[0 0 4 8] 

jfai=M h mti tB ?t itt^ij a. mmm<v m m k t± g > / n i§3t lt^^^ 

jfill : ^#O f ^'b-r^^^^ft<^^ &o EPRi*li, ifiLij^ ^ ^IJ ffl -T -5. -SrSb ^ fir 
[0 0 4 9] 

H^ttrv^ (7ttxif#l^2 6 1 9 0 3 o <fc 9 £3 y K^ft-g-gjfc 

n£fcmzm^xmw<vmmi>^m2titei£%ht£^^ 9-50582 i-^&wk 

lOOnm^g *°y-A^#tf^f^iJ4WM^itf^ic^ffl L7t:d t^fEm$tLT^^> 0 
co^g *°y-A^?f^-r^fltK<7)S^< 0JiRaK*j"t£ 3 * Ht-S-^MJtfiO. 

66) . mmK^mmm^^-nzm^^^tzfz^, mm^aamL^^tzo ttz, 

[0 0 5 0] 

1- £ g ** y - a i*] tctt a $ *l£ a * K^^t/^siit * p <-rzzt **t? # ^» o 1- * 
fcMI^i:, 3 ? K^-fb^^g #y-Aiistfc^ lt, i~io, ffi L < f±3- 

8, «t Off* L< f±5~80M*JtT^^r$tLTv^d t75 ? Mi Lv> 0 
[0 0 5 1 ] 
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261903 7 ^<km<oum.kz x z> mtittf i ^i>mn<v^7kmfrhiim^mt £ 

tfrt&^NMcfletiS— tfcflg'; *°y-AO#f£1£i±iS^T-&£o RW^, M *°y- Afllflt 

A £ *i£ij-C & M h ti% v* G ttzV *° y - a mm&M&9Mk £ *U L fc£&fi 100 

WLtv>< £ t**|B«$fLTV>S (i^f 9 - 5 0 5 8 2 lfM) o 
[0 0 5 2] 

t±, ^^L>*i#^50~200nm(O'J *°y- A^-a"^, l£ U sf? y — A # ? 3 7 K^-fb^ £ JjaKlit 
Mtc*t LT3~80MJfe#^rLTi3 !? , 0 tfy - A A £ *t/i 3 f? V\t& 

W&SV K<t-a-%05-25Sfi%. »iL<fi5~20M:%T-&&£<h£#fSct LT^& 
X«HftMai*#JT?**o 
[0 0 5 31 

COX^Mitf^J^jsv^T, 0 #y-ArtlBH5-25K*% (£ fcl±5-20**%) 
#tA£*lfc3 7 K-fk^W-CJfefLtf, ?$I9 75-95K*% ($/i(±80~95fifi%) W^E-f* 

y-t Mb L fc >; *° y - a o^itra* ci« ^£5&ft * ?E5Hc iftih-c £ > U # y - a k is 
[0 0 5 4 ] 

$tL^>10~300ml<O^J^?ft(7)^#fir'l±. 100~500mgI/ml-C*0, lfU<(i, 150-3 
00mgI/ml-C*«o Sfc*5fcW<B»aJi8iK<Z>*!iK«\ 3 7°CT\ 6cPaUT, $f£ L < (40 
.9-3 c Pa-cab *o #$69!tf>iil&*J«U Jft#^tw'J *°y-A^#rtK^K#t#£*i& 4 
9fc, ftrtoS2Ei:*tL, ^po^#^S^7t{i!l?i?R<7)f^-c , ; *°y-A^tiftA$^-2.o 

[0 0 5 5] 

±aB?§i£*> L < ttmMi&ofti L^P H$£Hf4, MS-C6.5~8.5> £ <b fcjtf i L < J46. 
8-7.8-Cab^o XHit^J^n Kn*">^*Sr*ri-47K*tt3^ YMt^X^h^ 
> iSMl4. *@#^4278654#tc|S«$fL-Cv>* 4 9 *^OiajS^Sr^-rs^«f?& 
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